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Abstract 
Background: The disruption of esophageal motility that characterizes achalasia typically 
provokes dysphagia, pain, loss of weight and malnutrition. Therefore, patients frequently report 
a reduction in quality of life and negative emotional states. Laparoscopic Heller myotomy 
proved to be an effective therapy, enabling the resumption of good quality of life. 
Methods: The authors studied a series of 45 patients previously submitted to laparoscopic Heller 
myotomy. Postoperative evaluation was performed using a customized version of the achalasia 
disease-specific quality of life questionnaire. Quality of life and the presence of depressive and 
anxiety symptoms were assessed using the portuguese versions of the Medical Outcomes Study 
SF-36 and the Hospital Anxiety and Depression Scale. 
Results: Thirty one patients responded to the survey. Dysphagia was the main clinical symptom 
before surgery. A clear improvement in dysphagia, regurgitation, pain and weight loss was 
found after surgery (p<0.001). 
The Mental Health domain of SF-36 presented a Pearson correlation coefficient of -0.689 with 
HADS-D and of -0.557 with HADS-A (p<0.001 and p=0.002, respectively). 
Conclusion: Patients submitted to laparoscopic Heller myotomy regain a good quality of life, 
supporting that this procedure is a safe and reliable treatment for achalasia and warrants a better 
quality of life. 
 
Key words: Achalasia, anxiety, depression, Heller myotomy, quality of life 
 
  
 3 
(1) Introduction 
Achalasia is a rare esophageal motility disorder [1,2] characterized by the disruption of the 
normal functioning of the esophageal peristaltic wave and of the lower esophageal sphincter[3] 
due to degenerative changes of the myenteric plexus [1,3]. This condition can occur at any age, 
mainly between the third and fifth decade, and exhibits no gender predilection[4]. Typical 
symptoms of achalasia are dysphagia for both solid and liquid food, chest pain, regurgitation 
[1,3], and in more advanced stages loss of weight and malnutrition [1]. 
Currently, the treatment is based on palliative options that reduce the pressure of lower 
esophageal sphincter (LES) [5] and relieves the main symptom of achalasia [6]. Endoscopic 
botulin toxin injection, endoscopic balloon dilation, have been successfully used, but patients 
that were submitted to multiple endoscopic treatments pre-myotomy are associated with poorer 
outcomes [7]. Thus the gold standard procedure is minimally invasive Heller myotomy with 
partial fundoplication [1,8], probably the most widespread and most effective surgical technique 
[9]. Some series of laparoscopic myotomies reported improvement of symptoms in 85 to 100% 
of patients, with very low rates of morbidity and mortality [8,10], and consistent long-term 
satisfaction (higher than 90%) [8]. New and less invasive approaches must be considered too, 
such as perioral esophageal myotomy or the robotic approach. This one appears to be a more 
precise and safer surgery than laparoscopic myotomy with enhanced beneficial effect in post-
surgical quality of life [11]. 
Patients with achalasia present an insidious and progressive deterioration of their daily routine 
and commonly experience loss of physical strength, fatigue, frustration, and even strain in 
personal relationships [6,12]. A study of 2002 by Ekberg and co-workers showed that 41% of 
patients with dysphagia presented anxiety or panic during mealtime and up to one third avoid 
having meals in social context [13]. 
Quality of life (QoL) is becoming a treatment target, getting more attention in the medical 
literature [6,14], and driving treatment choices as well as clinical outcomes. Various studies 
show that many aspects of health-related quality of life significantly improve after laparoscopic 
Heller myotomy and fundoplication in patients with achalasia [6,12,14]. However, unrelieved 
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symptoms of achalasia or short term relief after myotomy, may suggest that the surgical 
procedure was not entirely successful [15]. Persistence of symptoms is associated to a negative 
impact in social and psychological aspects influencing quality of life [6,13]. 
The purpose of this study was to assess the quality of life as well as the presence of depressive 
and anxiety symptoms in patients with achalasia previously submitted to Heller myotomy with 
fundoplication. We also intended to evaluate how patients perceived the impact and 
effectiveness of the surgical treatment. 
 
(2) Material and Methods 
Patients 
The study follows a transversal observational design and was approved by the Ethical 
Committee of the São João Hospital. The confidentiality and privacy of the data were 
guaranteed according to the Declaration of Helsinki. 
From January 1st 2002 to December 31st 2012, 56 adult patients suffering from achalasia were 
submitted to minimally invasive Heller myotomy at São João Hospital, Porto. From this 
population, the authors selected 45 patients: 10 patients were excluded due to insufficient 
clinical data, severe comorbidities, death due to diseases unrelated to the surgery, or could not 
be contacted. 
The remainder 45 patients were contacted by phone to establish their willingness to participate 
in the study.  All selected patients agreed to participate. After this preliminary contact, full 
information about the study, an informed consent form and psychometric questionnaires were 
mailed to all participants. We had a 69% response rate (31 out of 45 questionnaires sent). 
Before surgery, all patients had an esophageal manometry, upper gastrointestinal endoscopy and 
barium study, to confirm the diagnosis of achalasia. All patients were submitted to a 
standardized surgical procedure – laparoscopic Heller’s myotomy and fundoplication - 
performed by a group of experienced surgeons. Using a laparoscopic approach, the abdominal 
and lower thoracic esophagus were isolated and the gastroesophageal (GE) junction was 
identified. The muscular layer of the gut was incised on the anterior wall of the cardia 2 cm 
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distal to the GE junction, and is extended proximally for a distance of at least 8-10 cm. The 
treatment was concluded performing either a complete fundoplication or an anterior or posterior 
partial fundoplication. 
Socio and clinical characteristics 
Socio demographic characteristics - age and gender, and pre-operative clinical information were 
obtained from the Hospital database. The perception of symptoms by patients was assessed in a 
questionnaire tailored to indicate the frequency of presenting symptoms before surgery and at 
present. 
To evaluate the severity of achalasia and the effectiveness of the therapeutic procedures, an 
adapted version of an achalasia disease-specific quality of life questionnaire (achalasia-DSQoL) 
developed by Urbach et al [16] was used. This quick and easily applicable instrument examines 
patients’ food tolerance, dysphagia related behavior modifications, pain, heartburn, distress, 
lifestyle limitation and satisfaction. It is scored on a 0–100 scale, with higher values indicating 
greater disease severity [17]. 
Quality of life, anxiety and depression assessment 
The Medical Outcomes Study SF-36, originally developed by the Rand Corporation in the USA 
[18] translated and validated to the Portuguese population [19], was used to measure QoL. This 
questionnaire is a short, generic measure of subjective health status and evaluates eight health 
concepts grouped into two components: physical health (physical functioning, role limitations 
due to physical health, bodily pain and general health) and mental health (emotional problems, 
social functioning, general mental health and vitality) [20]. The scores for each health concept 
range from 0 to 100, with low scores representing poorer QoL and a score of 100 representing 
the best QoL possible [18,20]. 
The Portuguese version of the Hospital Anxiety and Depression Scale (HADS) [21] was used to 
assess the presence of anxiety and depressive symptoms. This questionnaire is divided into two 
sets of seven questions each aiming to detect, respectively, depressive and anxiety states. The 
absence of items focused on somatic complaints improves its sensitivity in physically ill 
individuals. 
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Patients’ subjective perception and satisfaction with surgery 
Patient’s satisfaction regarding surgery was assessed by asking a simple question: “Would you 
be submitted to surgery again?” and by the level of agreement with the sentence “I am satisfied 
with my surgical treatment of achalasia”. 
Statistical Analysis 
Statistical analysis was performed using Statistical Package for the Social Sciences Software 
(SPSS 21.0®). Mean comparisons were performed using parametric (independent-samples t-
test) and non-parametric (Mann-Whitney U test, Wilcoxon signed rank test and Kruskal-Wallis 
test) tests. Correlation was assessed through Pearson correlation coefficient. A p-value of 0.05 
was considered statistically significant. 
 
(3) Results 
Socio demographic, and surgical characterization 
From a population of 45 patients, 31 completed the study. Mean age of the participants was 53 
years with a standard deviation (SD) of 18 years, 45% were males. 
Before surgery, dysphagia was clearly the main clinical symptom, being experienced by more 
than 90% of the patients. Weight loss and regurgitation were also frequent (experienced by 46 
and 42% of patients, respectively). 
After the surgery there was no mortality and only minor morbidity. Median length of hospital 
stay was six days. 
Table 1 summarizes the socio demographic and surgical characteristics of the series. 
Achalasia Disease Specific Quality of Life 
The mean score for Achalasia Disease Specific Quality of Life (DSQoL) was 35 (SD 20). Table 
2 presents the descriptive statistics concerning DSQoL. No significant differences between men 
and women were found in the final score of Achalasia-DSQoL. 
Quality of Life, anxiety and depressive symptoms 
The SF-36 results had a median of 79 points in the physical health domain, and 76 points for the 
mental health domain. 
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Anxiety and depression were experienced by 48% and 26% of patients respectively. Table 3 
presents the distribution, by gender, of anxiety and depression HADS scores. Male patients 
presented higher values of anxiety and depression compared to female patients, but the 
difference was not statistically significant. 
Table 4 summarizes the quality of life in men and women assessed by both Achalasia DSQoL 
and SF-36 Health Survey. 
A Pearson correlation coefficient of -0.689 was found between the mental health domain of SF-
36 and Depression score in HADS (p<0.001) – Figure 1. Independent-samples Mann-Whitney 
U tests comparing depressive and non-depressive patients concerning each one of the four 
scales of mental health (role-emotional, vitality, mental health and social functioning) presented 
a strong decrease in all scales in depressive patients (p<0.05). As for the comparison between 
the mental health domain of SF-36 and Anxiety score in HADS a Pearson correlation 
coefficient of -0.557 was found (p=0.002) – Figure 2. As well, independent-samples Kruskal-
Wallis tests comparing non-anxious, mildly and moderately anxious patients concerning the 
four scales of mental health showed a clear pattern of lower results for patients with higher 
levels of anxiety (p<0.05).  
No significant differences between men and women were found in any of the scales of SF-36. 
Post-surgical evolution of achalasia  
Comparing clinical state before and after surgery, there was a clear improvement in dysphagia, 
regurgitation, pain and weight loss (p<0.001) and in halitosis (p=0.003) - Wilcoxon signed rank 
test for paired samples. 
The questionnaire showed that, 90% of patients are satisfied with the surgical outcome. 
 
(4) Discussion 
Most aspects of quality of life in patients with achalasia improve after laparoscopic Heller 
myotomy [6,12,14] associated with fundoplication to avoid gastroesophageal reflux. However, 
the improvement in the mental component is relatively smaller when compared to physical 
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health [14]. Therefore, it is important to evaluate the relationship of the psychological effects of 
the disease to the improvement of symptoms obtained with the surgical procedure. 
It is known that dysphagia is a symptom with a major social and psychological impact, 
negatively affecting quality of life [13]. Patients with dysphagia have high levels of anxiety 
during meals. In our sample, despite major symptomatic improvement, 48% of patients still 
reported a significant level of anxiety and 26% showed a mild level of depression. These 
patients also have a poorer quality of life, with lower values in the four scales that comprise the 
mental health, compared to those who do not have anxiety or depressive symptoms. This may 
be due to the persistence of a minor degree of dysphagia, despite the vast improvement of this 
symptom after surgery. The occurrence of a low-grade dysphagia can be psychologically 
disturbing, and limitation of food selection as well as prolonged meal-time can be the cause of 
anxiety and frustration. 
Although we could not assess the pre-surgical quality of life of these patients, the post-operative 
quality of life currently displayed by patients is very good, even though we have treated them 
with a palliative procedure. 
Patients had high scores, in both components of the SF-36, mental health and physical health 
and in agreement with this finding a high level of satisfaction with surgical outcome was 
reported in the present study. Ninety percent of patients are satisfied with the surgery, and a 
large majority assumed they would choose this treatment option again. This satisfaction level 
may be related to the long-term improvement of symptoms perceived by patients after surgery 
and the low degree of morbidity associated with the laparoscopic approach of Heller myotomy. 
As a result, we can assume that the improvement of symptoms is the sole cause for the 
improvement of the quality of life reported by patients after surgical treatment. 
The remaining question is to what extent the symptomatic improvement can cause changes in 
the emotional and psychological state of these patients. A psycho-emotional impact caused by 
the disease and the presence of dysphagia is evident but differences between emotional state and 
quality of life before and after surgery were not be evaluated in the present study. 
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(5) Conclusion 
In our study, laparoscopic approach of Heller myotomy with fundoplication was a safe and 
reliable treatment for achalasia. It ensured a good quality of life for the patients and a very clear 
improvement in symptoms in the long term, without the need for repeated interventions. 
Although high levels of satisfaction were obtained, some anxiety and depression symptoms 
remained, which may be attributed to the persistence of minor degree post-operative symptoms. 
Laparoscopic Heller myotomy remains a first line treatment for achalasia, combining excellent 
clinical outcomes with good patient satisfaction. 
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Tables 
 
Table 1- Sample descriptive statistics (N=31) 
Age (years) a 53 (18) 
Gender b  
 Male 45 (14) 
 Female 55 (17) 
Age at surgery (years) a 47 (20) 
Length of hospital stay c  6 (2, 27) 
Clinical symptoms b 
 
 
Dysphagia 92 (24) 
 
Regurgitation 42 (11) 
 
Halitosis 23 (6) 
 
Heartburn 15 (4) 
 
Weight Loss 46 (12) 
 
Pain 27 (7) 
 
Vomit 15 (4) 
a Mean (SD); b Percentage (N); c Median (min, max) 
5 patients lack information on symptoms previous to surgery 
 
 
Table 2 – Sample descriptive statistics concerning the SF-36 Health Survey and Achalasia DSQoL 
SF-36 Health Survey a  
  Physical Health 79 (35, 97.5) 
 
Mental Health 76 (41, 97) 
Achalasia DSQoL b  
 No limitation on quality of meals 48 (15) 
 Mild limitation on quality of meals 39 (12) 
 Moderate to severe limitation on quality of meals 13 (4) 
 No limitation on quality of life 29 (9) 
 Presented limitation on quality of life 71 (22) 
 Satisfied with present health 65 (20) 
 Nor satisfied nor disappointed with present health 19 (6) 
 Not satisfied with present health 16 (5) 
a Median (min, max); b Percentage (N) 
DSQoL - Disease Specific Quality of Life  
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Table 3 – Distribution of HADS-A and HADS-D scores across gender 
Anxiety a  Total 
Gender 
p-value 
Male Female 
 
Normal (0 – 7) 52 (16) 43 (6) 59 (10) 
0.376 
 
Mild (8 – 10) 32 (10) 36 (5) 29 (5) 
 
Moderate (11 – 14) 16 (5) 21 (3) 12 (2) 
Severe (15 – 21) 0 (0) 0 (0) 0 (0) 
Depression a   
 
 
 
Normal (0 – 7) 74 (23) 64 (9) 82 (14) 
0.232  
Mild (8 – 10) 26 (8) 36 (5) 18 (3) 
 Moderate (11 – 14) 0 (0) 0 (0) 0 (0) 
 Severe (15 – 21) 0 (0) 0 (0) 0 (0) 
a Percentage (N) 
p-values were obtained through chi-square test for anxiety and Fisher’s exact test for depression; mild, moderate and 
severe were computed into anxious or depressive 
 
 
Table 4 – Quality of life in both men and women through SF-36 Health Survey and Achalasia DSQoL 
 Gender 
p-value 
 Male Female 
Physical functioning a 85 (35, 100) 100 (45, 100) 0.173 b 
Role physical a 91 (25, 100) 94 (38, 100) 0.739 
b 
Bodily pain a 82 (45, 100) 70 (33, 100) 0.777 
b 
General health a 55 (15, 90) 60 (15, 90) 0.711 
b 
Vitality a 56 (38, 88) 63 (0, 94) 0.869 
b 
Social functioning a 88 (38, 100) 100 (50, 100) 0.166 
b 
Role emotional a 67 (17, 100) 100 (33, 100) 0.183 
b 
Mental health a 55 (25, 95) 70 (15, 95) 0.592 
b 
    
Achalasia DSQoL c 31.5 (5.5) 37.7 (4.7) 0.396 
d 
a Median (minimum, maximum); b Mann-Whitney U test; c Mean (SD); d Independent-samples t-test 
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Figure legends 
 
Figure 1 - Simple box plot correlating HADS-D (depression) score and the Mental Health 
domain of SF-36 Health Survey (Pearson correlation coefficient of – 0.689) 
 
 
Figure 2 - Simple box plot correlating HADS-A (anxiety) score and the Mental Health domain 
of SF-36 Health Survey (Pearson correlation coefficient of – 0.557) 
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Figures 
 
Figure 1 
 
 
Figure 2 
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ANEXO II 
[Normas da Revista Journal of Gastrointestinal Surgery] 
 
  
Journal of Gastrointestinal Surgery publishes Original Articles, Review Articles, How I Do It articles 
(technique articles), Gastrointestinal Images, and other special categories of articles relevant to 
surgery of the digestive tract. Manuscripts must be prepared in accordance with the "Uniform 
Requirements for Manuscripts Submitted to Biomedical Journals" developed by the International 
Committee of Medical Journal Editors (N Engl J Med 1991;324:424-428). Manuscripts submitted 
must not be under consideration for publication elsewhere. Material accepted for publication is 
subject to copyediting.  
 
INFORMATION ABOUT ARTICLE TYPES 
 
 
ORIGINAL ARTICLES 
REVIEW ARTICLES 
HOW I DO IT ARTICLES 
GASTROINTESTINAL (GI) IMAGES 
CASE REPORTS  
MULTI-MEDIA ARTICLES 
EVIDENCE-BASED SURGICAL PRACTICE  
LETTERS TO THE EDITOR 
 
 
Original Articles 
 
Original Articles are full-length reports of original research, either clinical or basic science.  
They most typically discuss topics relevant to the gastrointestinal tract (alimentary tract) and 
most commonly include organs such as the esophagus, stomach, duodenum, jejunoileum, colon, 
rectum, anus, appendix, liver, spleen, pancreas, peritoneal cavity, etc.  Both adult and pediatric 
issues are considered.  To be published, the work presented in the manuscript should be original, 
should include appropriate scientific content and should be appropriately analyzed with statistics.  
Considerations for acceptability of a submitted manuscript by the Editors and the Editorial Board 
will include its importance, the soundness and appropriateness of the experimental design, the 
validity of the methods, the appropriateness of the conclusions, and the overall quality of the 
presentation. 
 
Original Articles submitted to the Journal of Gastrointestinal Surgery should not exceed 
6,000 words, including the abstract, text, figure and table legends, and references.  The editors 
reserve the right to publish excessively long tables as “on-line only” material.   
 
Review Articles 
 
 Each issue of the Journal of Gastrointestinal Surgery may contain one or more Review 
Articles.  Review Articles must not exceed a total of 6,000 words, and should typically have a 
maximum of 100 references or less.  Review Articles will be considered if they deal with relevant 
topics in either the clinical or the bench research realm, and provide an up-to-date synthesis of 
previously published material.  Preference is given to reviews that are scholarly, systematic and 
critical (e.g. evaluation of quality and levels of evidence).  Liberal use of illustrations, figures, or 
tables is encouraged. 
 
How I Do It Articles 
 
The Journal of Gastrointestinal Surgery will publish How I Do It articles that focus upon 
specific operations, interventions, or techniques.  These articles should clearly describe an 
intervention in a step-by-step fashion, and provide appropriate illustrations (best not 
intraoperative photographs) that depict the intervention described in the text.  Strong 
consideration will be given to How I Do It articles written by experts in the field, describing a 
technique used on large numbers of patients, with successful outcomes.  Submissions as How I Do 
It manuscripts of single cases or novel interventions in small numbers of patients are discouraged.  
How I Do It articles should include some comment about the number of patients treated via the 
intervention, specific preoperative evaluation and postoperative care, and outcomes.  If 
appropriate, a reference list should be provided. 
 
Gastrointestinal (GI) Images 
 
 The Journal of Gastrointestinal Surgery will be pleased to publish GI Images that provide a 
striking clinical image meant to challenge and inform readers.  This section is intended to 
illustrate and teach important medical or surgical points.  Manuscripts in this section should be 
limited to no more than four (4) double-spaced manuscript pages, with a limited number of 
references.  The GI Image submission should include one or two images, but no abstract.  The 
images can be pathologic, endoscopic, or radiographic.  Images should be of high quality and 
illustrate the diagnosis well.  The case should be described in brief, with a short history and 
physical exam, with pertinent laboratory findings and clinical course.  The images submitted 
should be described in a figure legend, with relevant structures labeled and explained. Figures 
should be in either TIFF (Tag ImageFile Format) or EPS (Encapsulated PostScript) format. The 
JPEG format is acceptable if the image is saved at the highest quality (without or with lossless 
compression). Images created in slide presentation programs, such as Microsoft PowerPoint, are 
not recommended. Charts 
created with Microsoft Excel are not acceptable in any circumstances. 
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the text) 
   If paper was presented at a scientific meeting, provide a footnote giving name of 
meeting, date, and location 
 
 
Abstract: Do not use abbreviations, footnotes, or references. Limit: 200 words. Submit 3 to 5 key 
words using standard Index Medicus terminology at the bottom of the abstract 
 
 
Body of Manuscript: Organize in the following manner: (1) introduction, (2) materials and 
methods, (3) results, (4) discussion, (5) conclusion. 
 
 Use a normal, plain font (e.g., 12-point Times Roman) for text 
 Double-space the text 
 Use italics for emphasis 
 ALL PAGES MUST BE NUMBERED: Use the automatic page numbering function   
 Do not use field functions 
 Use tab stops or other commands for indents, not the space bar 
 Use the table function, not spreadsheets, to make tables.  
 Tables are to be numbered using Arabic numerals (Table 1, Table 2, etc.) and are to appear after 
the References.  
 Figures are to be numbered using Arabic numerals (Figure 1, Figure 2, etc.) and are to appear 
after the Figure Legends. 
 
Describe ethical guidelines followed (for human or animal studies); cite approval of institutional 
human research review committee or animal welfare committee; describe in detail hazardous 
procedures or chemicals involved, including precautions observed. Outline statistical methods 
used. Identify drugs and chemicals used by generic name. If trademarks of instruments and other 
devices are mentioned, list manufacturer and city. Type footnotes on the manuscript page on 
which they occur. 
 
 
Acknowledgments: Limit to those persons who have contributed to the scientific development or 
production of the manuscript. 
 
 
References: Cite references in order of appearance in text using Arabic numbers. Reference 
citations in the text should be identified by numbers in square brackets (e.g., [1]). Double check 
that the numbered references at the end of the article correspond. Cite personal communications 
and unpublished data in text, not in references. Journal abbreviations must conform to those used 
in Cumulated Index Medicus. 
 
 
   Journal article (list all authors): 13. Meltzer SJ, Ahnen DJ, Battifour H, Yokokota J, 
Clinie MJ. Protooncogene abnormalities in colon cancers and adenomatous polyps. 
Gastroenterology 1987;92:1174-1180. 
   Book: 18. Day RA. How to Write and Publish a Scientific Paper. Philadelphia: 
Institute for Scientific Information, 1979. 
   Chapter in book: 22. Costa M, Furness JB, Llewellyn-Smith IF. Histochemistry of the 
enteric nervous system. In Johnson LR, ed. Physiology of the Gastrointestinal Tract, vol. 1, 
2nd ed. New York: Raven, 1987, pp 1-40. 
 
 
For references where there are two or more authors who share first authorship, the Journal of 
Gastrointestinal of Surgery requires those authors’ names to be in bold type.  It is the 
corresponding and first authors’ responsibility to ensure that these names appear in bold in the 
reference section when each draft of the manuscript is submitted.  This allows giving due credit to 
joint first authors.  Also, please include the phrase “author names in bold designate shared co-first 
authorship” at the end of the References section if you have citations that have joint first authors.  
Example:  (Smith T, Jones R, et al.  Article title…) and make sure that Smith T and Jones R are both 
bolded. 
 
The author is responsible for the accuracy and completeness of the references. 
 
 
TABLES: 
 
   All tables are to be numbered using Arabic numerals. 
   Tables should always be cited in the text in consecutive numerical order. 
   For each table, please supply a table heading. The table title should explain clearly 
and concisely the components of the table. 
   Identify any previously published material by giving the original source in the form 
of a reference at the end of the table heading. 
   Footnotes to tables should be indicated by superscript lower-case letters (or 
asterisks for significance values and other statistical data) and included beneath the table 
body. 
 
 
FIGURES (ILLUSTRATIONS) 
 
   All figures are to be numbered using Arabic numerals 
   Figure parts should be denoted by lowercase letters 
   Figures should always be cited in text in consecutive numerical order 
   For each figure, include the figure legends at the end of the manuscript text 
   Make sure to identify all elements found in the figure in the caption. Provide enough 
information to permit interpretation of data without reference to text. 
   Identify any previously published material by giving the original source in the form 
of a reference at the end of the caption. Photographs of identifiable patients must be 
accompanied by a signed release to publish from the patient 
 
Permissions: Previously published material (figures, tables, or direct quotations of 50 words or 
more) must be accompanied by written permission for their use in both the print and online 
format from the copyright holder. Please be informed that we will not be able to refund any costs 
that may have occurred in order to receive these permissions from other publishers. Please be 
aware that some publishers do not grant electronic rights for free (an example is Thieme 
Publishers). In these cases we kindly ask you to use figures from other sources. 
 
 
 ARTWORK INSTRUCTIONS 
 
Video is subject to Editorial review and approval. 
 
Multimedia Article (Streaming Videos) 
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